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l S RSSK**. SF2/ASF/SRp30a, SC35/PR264/SR P 30b, SRpSOc, HRS/SRp4 0) SRp46, X 
l f R «4w**l*«S RSfi«OR'J vn{t*W*-r**XXK*&m-V*>*m*X 1 X 
l ?^7U-*2A (Phophatase 2A) tftttftt*ifitt^T**»*«3aM 

1 s rs4««*i*« srpk* bmf-t w** 1 2 >r 

[ f R f K#S RPKl4fcttSRPK2 6 lB«c<^ 4 

"Iff k * s WK*TR-*s*-r* $ *l* ft^in?* 7 >r * 




8 ia«o-tt3tc* * *t* ft^^BsS-e* * *ta srpin-i-c* £ «*a 8 la 
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1 S R P KiW©»»E»3«**, S R P K^-r*miRNAXttsiRNAXt±-=e^7 * * V =f 

(1) Uft^^W (HIV) , MftttflHRMI6» (SARS) , 
#ij**>f/l/*, U7^^W, ^ATttai*^^^ (HTLV-I) , Al, C 

v^WRNAl^^v^, Xt± (2) M^v^^-O^ urrv^iv^ 
V*"***, ^S^^. *y*-T*<f**, * L< »V*^"7,, V 
Mo 

v x 5 ] 

S*S^» ^SRPKS«^^IS> RU'SRPKOSRSait^ BMW * ft 
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^v^iiTV^. HIVIi, Mifi:^HIV©RNAy7^DNA (^n* 
[0 0 0 5] 

Proc Natl Acad Sci USA Vol.86, No. 21, pp. 8333-7 
[*#W\SCltt2] Antimicrob Agents Chemother. 1995 Jul ; 39 (7) : 1559-64 

mm tmik tints mm] 

° [II 111^:1" S * <7>#l£] 

i^Ti/:o tCSR^^^St'J ^BMbi-a#*t?**^ SRPK2 (Biochem. Bi 
ophys. Res. Commun. 242, 357-364) . J»*OSRPKffiRI^-C*4SPKl (Mech. Dev.. 99 
51-64) hPRP4 (J. Biol. Chem. 277, 44220-44228) , * ilfSR^^S'^* 
^*Clk40$lj«STOASP (J. Biol. Chem. 276, 32247-32256) fcfcMlll***:*^*! 

SRSSKli. SerinefcArgininetWtrRMAtt-fraeKT?, 1 *V»L 2 *Jlr«>RNA« 
fH^e -f- — "7 (RRM) fcRS07t«E^Jlw<rtrRS(Arigine/Serine-rich) 4 > 
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*«&WK#»taKHA7n.fe* v>^\ pre-mRNAO* 7° 7 >f v > ^fcMfc^ffl* 

ni?L«OSRke7 r X16/SRp20, SF2/ASF/SRp30a, SC35/PR264/SRp30b, 

SRp30c'9G8, HRS/SRp40, SRp46, SRp55, SRp75, p54C0 1 0«»<&RNAtfteSfi**flH&3 

#KSR n^7S^)l>^t|)5 SF2/ASF ii, K"7 y J: a#*f* RS 

K*>f ^rt<?5tt«fcOfflJffi-CV VBMtStLTV** (J. Cell. Biol. (1991) 115: 587-596) 
£ t mmZftr^ h o * tz SF2/ASFOUlsnRNP^O»Kfit)^^^ii. } ) *mt\" * o T 
Sit* (Genes & Dev. (1997) 11: 334-344) i fc#fcfc*.TV>&> o K K> 

-ft jk 'J * -7*7 4 v a <Dj&m t m^m*. K&m^\ - *i& i?&«t& £ > n * 

-(SR-related protein family) fc£tttt&*LTV>* (Biochem. Cell Biol. (1999) 77: 
277-291) o 

fcffift* «> > * ^ ^^«t/;«^X1i S R ^ V/^K© U vm^ffllx. ib*L 

j.tr^^> • ^nfTV-AgKHU^W^^IUo itlcu SRp4 0 
kiiSR P 7 5fciroSR*W<*K, XJ4SR* >atffc#*WSKPKlXttSRPK2 

SRSS t±UlsnRNP^U2AF t ig^ ^7 ^ V V*- A W^H^S^A*, ^OlfiFlfflS ^ 
S<7)l"*tL jfi^hnRNP Al, A2, B1& fc'Oheteronuclear ribonucleoproteins (hnRNPs 

* tL I t-srpko«'I4 * w&-t & i&fr^Aik&m mwh^x^^^tzt^h, srpk^s 

1 (SR protein phosphorylation inhibitor 1) *»U >mft**SRPK©BMM&tt**r*-* 
[0 0 15] 
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mi] 




[0 0 16] 

m^fcmPk$k$LK&\,*X. SRPIN-l<DiIJK£^X-t , i"f n/X«»*P|HWTfi****ftftL^: 
[0 0 17] 

>9 > SRPIN-1 (SR protein phosphorylation inhibitor 1) >&4kWtmS 
RPKO *mir2>Z£i!>*Wt>frKZ1ntzo SR® 6 R Si SRPK |:U'J«:iot 
«^t'^|:^tLtv^^\ SRPIN-1 <t oTSRPKOS*W^PflW-t"^ ^ SRS6 

ffiLfco -5-i-CSRPIN-lS:«RiPLTSRPKOffi**tt*fefct%, HIYlS*&i*TNiSRPIN-l 
[0 0 18] 

[0 0 19] 

»(3PJ3^S±> SRIfif^V >tfl:t* S R P K^^if tS - t K i ^ HI 
[ 0 0 2 0] 

I . SRIfil ©ttof&ijt : t £5£ft 
(1) *I»Kf*li, Hi© H I V ^ i: i S it t S RlfiS© 'J 

IV^-f ;l/X£293»K«£-«t;^ S RififCMt^aM^'i «^W;SR 
[0 0 2 1 ] 

teOHftCov^tl^fco JLflqftKf^ ±3BfcEM*^ NL4-3? 4 -fdVSSS^ 4 fr* * S 
R P K- 2 S:Sftflflfl9tl&3B§*^293*BI]felCfilfe§*felfe, S RSeSi^t^^MV 

H&ifCOSR«e* (£*) ti^fc. 
[0 0 2 2] 
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[0 0 2 3 ] 

Sfcfc, «WE©fc*. SR-HAl!ll^a«^ 2 9 3 MftKim £ 

•fr j-tTdpf-^ • ^ , nxTV-ARE#*l"eab*MG1320iglni«)**ftt-«t ^ ftHA-fit* 

[0 0 2 4] 
10 0 2 51 

ymitlrZ ^ W ;v^<^JtSH5E^**t?i * Z ttffrfrotzo 

[0 0 2 6] 

(2) S RlfifO'J ^ittt^If^MLfco SRSS®WV ^m<k*fi 
V >SMfcS^fc LTliSRPKl/2, Clk/Sty family kinase, PRP4, DNA topoisomerase I 

ft t^mm tfi^ttv^ ** N X^7^ v > ^ £ is S # * <7)«^ £ o v> r tt?F9§ ft 
fta*#v> 0 ftu, MfPJ!^^, SRPKtiaftii fc >i/*l6*!*Illl& 
£ G> <D V 4 ;V * ££#018 * > S R P K P1#^J -e* & SRPIN-1 * ffl v» TfJl^fc 0 

[0 0 2 7] , a 

-f&fc, SRPIN-1 i:i & SRPKOEMF**, «*fi9fcSR«e«<oa^*3l#fe£-r£fc*Ji. 

[0 0 2 8] 

(3) tfcHIV<0flR*i:HB#£, ^^'f ~> >^ 6 Hi:* in vitr 
o-C tiffin L T « < i «b tL-C V> * hnRNPAl * mm KffiM§&m Z<±?ztZ.?>^ SRp40 S 
Rp75ttHIVm&*:HfcflH!S^ hnRNPAl 0*##ttKHIVg£*iWW-*-S - SrfcJfcTin 
vivo trJLtij Lfco 

[0 0 2 9] 

nk±<ox j )^. sR&c&Ko&Ly >Wtik\*> (A#) bus 

S»ttj»*ffllSrt-eo S R*e«**]WV tLS - ttH^a&tLT* 19 (Nature Vol 

.393, pp. 185-187, EMB0 Rep Vol. 3, pp. 1088-1093) . .hffi^J: *) KUttV ^Bft'fkStt* fc„ 

fbo^-f ;V^. JtJfiTi ft co b3gk.bti&o 
[0 0 3 0] 

[0 0 3 1 ] ^ 
[0 0 3 2] 

[ii^*sRies] ^ . 

ftfr*>, X16/SRp20, SF2/ASF/SRp30a, SC35/PR264/SRp30b, SRp30c, 9G8, HRS/SRp40, SR 
p46, SRp55, SRp75, RWM^ t ti Z J)K ffitKli, SF2/ASF/SRp30a, SC35/PR264/SRp 
30b, SRp30c, HRS/SRp40, SRp46, SRp75, "C* v , #K$HSKk^ SRp4 0XO f S 
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Rp 7 5t?**o JartSRIfiStV^ SF2/ASF/SRp30a, SC35/PR264/SRp30b, 

SRp30c, HRS/SRp40, SRp46, 3UiSRp75£«l*i-a c 
[0 0 3 3 ] 

<75*tl -f ;i/ X #J « , # KHIVO ±i $g ffi# t SHt t? & * ^ b VJfr* 
(HIV) £ PI 1\ RNAM «M /U* * Mfttt Bf (SARS) , 

X, tF7^/^^W, lATttfiiS 1 )^^ (HTLV-I) , AS, CI, JDSXti 

[0 0 3 4 ] 

cas^MllIt l-csrssh^M 1 ; >»fb&*##£*i.-cv>&cL fc^k, srpi 

[0 0 3 5 ] 

MUPJIKli, (1) S Rgfi5?^«£«XJilfi*1-&- KZ&foV 4 fr^M, 
3Li)$.frmziU (i) SRifiWJ >m<t& > tE3iS-£*- i i&^c^ ;vx#k 

[0 0 3 6] 

*KH9§fc«U (2) SRSfiS^)M i S:iaft4li:t:i^'?'f^^ t 
tm, (3) S Rial iMI^t^lfiStffittftt^- iStlt^-f ^^5W** 

[0 0 3 7] 

£ fc, *IHIHi:tt, (1) SRgS»©i£te*te*Xfcm#«£fcfc.***'f/i'* 
og^ga#^&. «£ »)*frfl9^f±, (i) S RSfiSfOfl&V tfcJ: 

(ii) sRsaK*y>iMfcS"*sse«*ffi*-r*£ 

[0 0 3 8 ] 

ic, *m9kmK\±> (2) sR^eK^^ia^Piw-r^-t^i^^^^x^^ia 

[0 0 3 9] 

*m#wi'ii. (i) sR^e«^-stt^«xt±pi«i-^-i:^i^ , i 7 'i'^^* (7 5^ 
mxit^ffi^fe. x*)Aitmz\±, (i) s Riesi:i'J i t ^ -) ^ 

[0 0 4 0] 
[0 0 4 1 ] 
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^.K^mm^lZ, ( 1 ) SR ^W^Sf L< iARS3UiSR<7) 2 @^±iSt^.^^f F 
^SRPKW^K^ LTSRPKlfiW^J*^^ V - >^1-^*fe^^$tL*o 
[0 0 4 2] 

[ s r p Kwafc&wsdxtf-tofflffl] 

Er. *Ki&wt«> (i) sxpm-izmmfrtLx^t?sRPKmmvm%L (2 
) sRPiN-it^fsauft^fc Lx^trvi frxwrnmsftu w (3) srpin-i£*m;3-£ l 

[0 0 4 3 ] 

iv. ^m?tw w*«mtf 
( 1 ) s RgeKO'/s-ii^MXiiia*^^^;^ -r 

(i) S RISS^I'J «$*^;U:J;^in;^'fJi'Xi 

SRSfiK^WJ >'BMfcS*a£fc£J:*ift*'f ^jMfc LT{4 % Phophatase 2A£f§14 

f-V ;^<7)E4-0RF4tf ? n- Ft" S # 'J ^^f- KXti? ? S s — T*7 4 frXOVH 1 **3 
- Ki-S^y^-r-f- K**^4tL* 0 ZbK, HIVOtatiffS^XTrV ? -Y ;v X CDE4-0RF4 

[ 0 0 4 4] 

(ii) S RISSWJ >B*ffc**lfi#* , J 

(ii-1) S Riai^'J LTt±, iCl^<9'J>^«^?>nt 

ffcLTIt S R P KO*T?* 4 £ k L^o ^£-e> SRlfif©V 

SRlfifO'J>Sftfi<7)fi, SRPK^lt^tL, SRPKtLtii, SRP 

K 1 (Nature(1994) Vi 1. 369, pp. 678-682) RXfS RPK2 (Biochem Biophys res Commun 
(1998) Vol. 242:pp. 357-364) i 1 a*T? £ & o 

[0 0 4 5] 

*K5&wo*fe-cfflv>s u ^tjkii (srpk) zmwir&mmz^-f&^nt lx 

o 

[0 0 4 6] 

Mb 2] 




[0 0 4 7] 

XiUli, F, CU Br, IXiiAt^W & C &o 
[0 0 4 8] 
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[0 0 4 9] 

[0 0 5 0 ] 
[ft 4] 




[0 0 5 1 ] 

(ii-2) S RPK ljtfffXVS RPK2it^?-»::*H-*RNAi Sr^ffli" *9fc? 4 * 

ttfiWSRPK 1 £3- Ki-^>mf5^S:0 ? SRPK2 4:3- K-t* jtfe^^l&K* 
teTS-fr* fc*^ siRNA, ^;V-7^-^V3\ X»imiRNA*fflV>* £ &o 
[0 0 5 2 ] 

[0 0 5 3 ] 

(ii— 2—1) siRNAO^-^y MB^iJi: LT(±, 5' HBOU T R (#HiRfIM) 
h a KJ"tfiS*jfttj\ > 3 K> «t !5 50m*J^±T^5<75-e*oT, ORFf-e 

, AA*»e«&**XttNA35»e>*&**19~21*a6 T?C G^itf^O 

o 

[0 0 5 4] 

siRNAJi. AA^feJ&iSi^li, dTdTf /;{±UU2^co^-^--^>^\ NA*6 
i&£ bE2?!|0*^t»idTdN3llidTdT, UU*oltTlPMW-a £ fcrt*-e£ So 

[0 0 5 5] 

[0 0 5 6 ] 

ffifE# 2005-3023610 
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<2> o 

(2 [ )° S RaaSta - K-raa^F-O^aSria*^*- **»lfcW:, 150 

siRNA. €^7**';rf, X»±miENA* t 'SL#$*t&o 
( 2 - 1 ) siRNA, 

siRNAWSmtli, ±IB (ii-2) ©tife*)flv>Kt^Si, 
[ 0 0 5 8 1 

(3-1) SRlfiStWf^t*lS«tLTa, hnRM>Al, A2. Xtf B1& £<D 
heteronuclear ribonucleoproteins (hnRNPs) imW & - t Srt s > »»fcl±, hnfflP 

Al 2> i **"C § £ o H K«m H ti , hnRNP Al £ a - K1" & AfS^ £ itfa^Ti&Mffl 

[0 0 5 9 ] 

(4) SRPK*Eft*»«*^^ ,; ~ 

SRPKlf L<liSRPK2*^-y^ftfSl^^t^> SR 
^ w ^ S =g L < (4RS3U±SRO 2 @JJJL±*i^i-*^^ K«rSRPKW3feK fc LTSRPKP1«^J 

L-Clv»iil:t^ii4o 4 ^ LTSRPIN-lSrfflv^*^ SRPIN 

jjni- Sit g & o 

[0061] „ 

[«ffi] 

[0 0 6 2] 

[###!! 1 ] SRPIN- 1 O^J& 

SRPIN-1 (code name GIF-0340) Oft3Efi9ft^fettJ£I.TWS *) c*&o 
[ 0 0 6 3 ] 
Mb 5] 




[0 0 6 4] 

[Step 1] 

1 _ 7jl/tn _2_ - fn-4- (F'j7;Vtn^f;V) (l-f luoro-2-nitro 

-4- (trifluoromethyl) benzene ) (427 mg, 2.04 moU iSJii&) <0 N,N-y^f^7t;V 

mSE# 2005-3023610 
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K (N,N-dimethylformamide (DMF)) (1 mL) *ttK£tttt£ tf^ij 5» (pipen 
dine) (220 ^ L, 2.22 mnol) ^ N,N-yMy^^xf)V7^ (N, N-diisopropyl 
ethylamine ) (220 /u 1, 2.40 mmol) «*Tr*iD**Lfco 1 l*!**^** 

. Sanson *^«j±^-^^ us) ■cawstLfco auasitfcfftt* 

^(i, 7'5r/tm Na 2 S04±-C'» > 7 4 * * - * j\ iETtli^to 
[0 0 6 5] 

-> 'j ij Y)\/ii ~j A (40 g, hexane/ethyl acetate = 10/1) "ti^ ic B TU l 
- [2-ihn-4- (h'J7;vtn^f;v) y^=-)V\ \£iy*J> (l-[2-nitro-4-(tr 
ifluoromethyl)phenyl]piperidine) (561 mg, 2.04 mmol, quant.)* *VV*J&om#- 

t U#/: 0 
[ 0 0 6 6] 

TLCX^H NMR (CDCh, 400 MHz) <D&&te#.<DM *) t?* & o : TLC Rf 0.47 (hexane 
/acetone = 16/1); a H NMR (CDCh, 400 MHz) d 1.61-1.68 (m, 2H, Ok), 1.72 (tt, 4H 

J = 5.3, 5.3 Hz, 2CH 2 ), 3.13 (t, 4H, J = 5.3 Hz, 2CH 2 ), 7.13 (d, 1H, J = 8.8 H 
z, aromatic) 7.61 (dd, 1H, J = 2.0, 8.8 Hz, aromatic), 8.03 (d, 1H, J =2.0 Hz, 
aromatic) . 
[0 0 6 71 

l " St 1 6 ^_ 2 [2 Y u- 4 - (f'J7JVtti^f JV) 7x-)V] \£iV*J> (l-[2-nitro-4 
-(trifluoromethyl)phenyl]piperidine ) (559 mg, 2.03 mmol) <T> methanol (10 mL)}§ 
m-^m^mmi (2.00 mL, 24.0 mmol) and SnCh (2.50 g, 13.1 mmol) #0 C 

^AO^TK-«^«$tL^o Ml±S»^f^ (x3) 1?MmZthtz 0 The 

Si± v >J # *7A7nvh7*77'f-(50 g, hexane/ethyl acetate = 14/1) 

x-mmzti, 2- (l-^'Jy-^) -5 - (PJ7;vtn^;i/) so*>t$> 

(2-(l-piperidinyl)-5-(trifluoromethyl)benzenamine ) (448 mg, 1.83 mmol, 90.4%) 

[0 0 6 8] /, , 

T L C i3 <£ 1 H NMR (CDCh , 400 MHz) * tt^S 1 0~C&Z>o TLC Rf 0. 30 (hexane/ 
acetone = 18/1); X H NMR (CDCh, 400 MHz) d 1.59-1.60 (m, 2H, Ofe), 1.71 (tt, 4H, 
J = 5.4, 5.4 Hz, 2CH 2 ), 2.85 (brs, 4H, 2CH 2 ), 4.09 (brs, 2H, NH 2 ), 6.92 (d, 1H, 
J = 1.9* Hz, aromatic), 6.97 (dd, 1H, J = 1.9, 8.4 Hz, aromatic), 7.01 (d, 1H, J 
= 8. 4 Hz, aromatic) . 
[ 0 0 6 91 

[Step 3] 11. 
2 _ ( 1 - tf^y v~;V) -5 - (HJ7^tn>f^) ^>^*>7 5> (2-(l-piper 

idinyl)-5-(trifluoromethyl)benzenamine ) (173 mg, 0.708 mmol) <Di??uu*?> ( 
dichloromethane) (5 mL) ^V = 3f^Hn 7 >f ^ KD ^ n7 ^ 
K (isonicotinoyl chloride hydrochloride) (151 mg, 0.850 mmol), b'J^W? 
> (triethylamine ) (450 iL, 3.23 mmol), RVMMXV A - (^^W5_/) fc^ 
ij-7> (4-(dimethylamino)pyridine ) # s 0 < CX'«$tt^ 0 il^tliiai:^* *U 1 

9 ^ Fb ^^ $ ^ „ i fi 2 *u « > f - ;K x 3 ) m $ ttfco 
tlifflW^iii^it > v ? Ai&fajfc#ifc'cifet£3*u Na 2 so 4 , ±t?ie*s *u at 

SStU fLtifffti^t/Co ^« y^W7A7nvb^ 7 7^ (10 g h 
exane/ethyl acetate = 1.5/1)"T?»»S*U N- [2- ( 1 -If^U V^*) -5- r 
1; 7;^n^ -7-;V) 7 * — /u] - 4 - tf U v > * vT 5 KN-[2-(l-piperidinyl)-5 

-(trifluoromethyl)phenyl]-4-pyridinecarboxamide (SRPIN-1) (83.8 mg, 0.240 mmol, 
33.9%) 75 s Wfe@#Ht#yifco 
[0 0 7 0] 

tBIE# 2005-3023610 
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XLCRC X H NMR (CDCh , 400 MHz) <D&&\*&<DM «5 * o 
TLC Rf 0.40 (hexane/ethyl acetate = 1/1); *H NMR (CDCh , 400 MHz) d 1-67-1.68 (m 
, 2H, Ob). 1-78 (tt, 4H, J = 5.5, 5.5 Hz, 2CH 2 ), 2.88 (t, 4H, J - 5.5 Hz. 2Cft) 

7 29 (d IH J = 8.2 Hz, aromatic), 7.40 (dd, IH, J = 1.8, 8.2 Hz, aromatic), 
7.76 (dd,'2H,'j = 2.0, 4.4 Hz, aromatic), 8.86 (dd, 2H, J = 2. 0, 4.4 Hz, aromati 
c) 8 87* (d IH, J = 1.8 Hz, aromatic), 9.53 (s, IH, NH) . 

& i , ±!ET\ *7A^-7^-57^tty'J^> (MERCK 9385-5B, 70-230 mesh) 

jg«°nih^9-7-f- (TLC) ti "> 'J *^ (MERCK 5715, silica gel 60 F2 5 4 ) 

J H NMR h ;WiJE0L JNM a-400 l«n^niv»Tj|6iift, CDCh (IS0T 

EC) # NMR ^nH^W«»^tMv^W:o * 5 * ^^^ H * 

[XKm A] H I V*ftHttfc*tt« S RSfiRo-J ^ ut\t mA w 

H MfeiB , PHlS*OFlp-In-2933l8IJfi (R750-07: InvitrogenJ: «9 0A) HIVpNL4-3^ 
y A 03-7 Oo^yAt it-fST-^AK^Gene juice (70967-4; Novagen X *) SUA) 9-7 
On'j? h^ii^TJI^fiAiff^fc, IEI&KSDS-PAGE^^w^Vt 

[0 0 7 3 ] 

rioT 40mA, 45^0^-trLaemini ©^y 7 r-*fflV^SDS-PAGE»Ci9*«bfco 
U7-n - KVy^yi/Xr^ > (02525-35; ?-*7>f) £fflv>T 

^f^tlL^o ^TPR0TRAN-hn-te;Vn-*y >-7*V> (BA85; Schleicher&Schu 
ell Bioscience J: «A) KTransBlot SD*^ (170-3940; Bio-radJ: «3 »X) *fflv>T160 
mA, 60min<7^frW K?^n^r^lfc. ^ * * ^ ^ 

ttTBS-C5frnSUttt»U ^lt-CBlocking0ne(03953-95; 7^ J: 

SMtSR® a K * B«-t- * ^ * * * ^ 7n-t ;H04Jtl# (Mabl04 ; ATCC £ *) '^4 ~7V F — 
&j«A). v**StSC35St# (S4045; BDTransduction £ «5 ISA) > 9 n-^-;v 

ifcSF2jft# (AK103: Dr. Adrian Krainertf; £ «3 «#) i:4Eover night h 

[0074] _ 

^ >yvy£TBST^Sl 0«ML> £*L*3IHfTofco -» iLt 

Ymm%Mz^yy^**wffl& »3io; 7v^U«A) £TBS^^U 

L £*l£31MTo*:o fO^, ECL Detection Reagents (RPN2105; T^U^IA 
) iffiV^fc^l&ftBifc*^ LASIOOOCCD*^ 9 (LAS1000; I±7^^) -CJfc <9 

^ii 5 HIVpNL4-3CO^ki: & & o TMabl04#L#> SC35K#, SF2gt#SrfflV^^ J- 

, SC35^SF2 fc rt^'ttOSRgS 3 *LT ^ S - t ^ bfrt%otz 0 

[0 0 7 6] 

[^M^uiB] s Rias»f i m 

t M&iBTflKa^^Flp-In-293«BJiak, HA* ^«r»^L^SRp75, SRp55, SRp40mfe-^ 
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(HA-SRp75, HA-SRp55,. HA-SRp40; Dr. Woan-Yuh TARN X ^ «#) * ^ 

ffl-C*SMG132(474790; CHALBIOCHEM <£ Q tt A) **« J UO* M Jfc £o 
mz, SDS-PAGE-9- * y 7 r-t«^ibt|»^ 

n^Jfc*^IgGift# (NA9340; T^^AiOUX) 

^tH, MG132l'J:oTSR75, SR55, SR40<O«eK^^E#**t*»**#feo * 
SRke«{iMG132HJ:^^e^^^ynxTV-A^LTSeK^$tLcV^^t^ 

RPK2^tt*aj»llSOd *»SRPK2-2**»Kfflv^ 0 ^ ^2oOfflB^pNL4-3^fe^X 

H 1 A I mkK V x-X 9 ymm^ff^tz SRPK2-2mi'HIVpNU-3^ A *«fg 

mLm^ Mabl04*rL#-CSRp35, SRp4(k SRp55, SRp75©tt«fc * 

J 6 £ 8 SC35^ SF2Bt#* Ji V>fc * 9 >m*rK X * fcHIVpNL4-3y J A ZMtt 
#AL/cSRPK2-2*fflm^(iSC35, SF2©^^)V^*e»tLfco H 2 A^^Jo 

, SRPK2^^^«^i±> SRSaK5&*U>BMk^«8^*»), aW>70r7V- 

«F1 P -In293 (mock) t SRPK2a^*Flp-In»tfcK:i a * -#X L/cSRPK2^eJ^ 
Flp-In-293JWIlfi (SRPK2-2«) ^ HIVpNL4-3*V A * * n A , HA^ *■* 
*UsRp75. SRp55, (HA-SRp75 ^ HA-SRp55 >■ HA-SRp40; D 
r. Woan-Yuh TARN J: 0 «*) lW^n^A SrGenejuicefc J: 0 ^J^^^^f 
r^^y^^lUJDlL-r, ->x^^>jBlf*fiofco »**H2BC75to -c-©**^ hiv 
ji»,j-#oTFlp-In293«Blfet?ttSC35 f SF2«itt?&<. SRp75, SRp55. SRp40KOV>T 
S^5k#KiJ:*t^^*<4*^ Sfcli»<4oTV>fc, ^SRPK2-2«-C^ 

55, SRp40 CO v ^ ^ >W#*JijL t> tt S o 
[0 0 8 3 ] 

M15A2A (H2A) co^ao^^«±vt*IllJlXL-CHIVcD^fi^i'J7EL7to Afc^ 
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L"CHIVg£*E>JI$'tf* - btfW hfr bit otic 

[**W3 A] in vivo-COHIVO*&t*#-r*SR«eK^«W ^ . 

tfoTV^o HIVOTat, Revfi^Kf £ fife V > •f-O^fe^ill'timRN 

[ 0 0 8 8 ] 

^i_5 (mi -2) -e^L^*^, mmmKW^xm^wmfmmmL, s 

;> 4 0-e, £*Lfc<aSR®6®*HIVpNL4-3*V^fc HCl«AL-C, 
mL^S^! SF2, SRp40. SRp55. SR P 75ftiJI 7? * 5 Kfc#*Flp-In293ffll&fcat^ 

-eottm^mocktwJt^TSI^O, SRp75-C}±HIVp24*tiiitnLTV^>li:^'b, SRp40. S 

Rp75 JwHIV^^. * 51t * * fi* o 
[0 0 9 1 ] 

[«#0 3B] hnRNPAl^JiW^ in vivoKfctt SHIVER©****) 
@3B^U;^C> -^*(500ng)OSRp40. SRp75^-/7X5 Kttxt, hnRNP 

& K mm±.iH * ® U L , ^ 5 ^ ;V * ELISA -> X x A £ ffl V > THIVp24 <7) * £ ite L o 

hnRNPAl^-fiK^LT. ;V 5 /</U*ELISA->*7- A I' ± *> WfeL^HIVp24* 
Wt4t**#fc, i-^t>^SRp40fcSRp75^^LTtt^fi^'hnRNPAl^«V^. HIVJt 

[ 0 0 9 3 ] 

v^^h^P^^tL^o JfflJftrt^iiSRp40^SRp75i:hnRNPAl***^UXV^Ot?, H 

jtW%JJ^»Ji-S - b XWMWm b LXfcSL LT v> ^tf£f)Wo 

^tLi-ev^^«.^^^$tLTV^^ 0 &*l±£*L*SRPIN-l(SRPk Inhibitor-1) fc * 
[0 0 9 5] 
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4 B ] SRPIN-1 Sr M WcSRPKlW U ^MfctStt^ 

ISsF^ *fc*Sf*KS^f K (NH2-RSPSYGRSRSRSRSRSRSRSRSNS^RSY-0H^ * 
#j*Lfc. i*t*l(toM Tris-HCl (pH 7. 5) ^lmg/mH' ft £ J: 5 c * J* 

S»U^3B.*»itSRPKl«e**l^gfflv^, m^yr- (250mM MgC12 0.25jM ^ATP 

1 mCi [g-32P] ATP, SRPIN-1***0. 1, 0.3, 1.0, 3.0, lO.O^M) +J™*?*^ 

ibJ:^TOBf-f B ^^i±, ^*»S©**te*«»U c 

SRPKlVRS^^f- H©JR]6*10$Mt o fc*, RJfc**P817 t^t^vn- ^//'j^ 
^ (P81; Whatman) KiTU 5 % V L*- 

^O^l:, 7 SRPIN-l^SRPKHC^i-^IC50ti^400nM-C^^^^*#^o i 
Hio-CWtLfcOJUL, CLK2, CLK3, CLK4, SRPK2, PRP4, PKA, PKC^ov^li MK1 

[*K«4 C] SRPIN-1 *ffiv>T in vivofcfctt&SRMKa'J >»*i:> 

^Sl«^5™^5 HWiAU, 36 0 #f Hl m^MG132(MJlO,M 
) SRPIN-K10, 20, 50^M)*-€-tLW*UnUT15l*IB>f>^*^-M-^o f^f; SDS 

SDS-PAGELT, jftHAtt#«rffiv^9i^^>«Wf*fr<>fco * fcSSKM©* > h n * 

SRPlN-iof«Wfitil'HA^o v *rf-***P < 4****jJ?';®«* 
{4, SRPIN-l^^^rt*ftOSRPKlS'tt^I?i#$tL^Clh-e, fif*fcUtSRp75SBK* 

[W4D] SRPIN-lO^intJ:*. HIV^JfetEWOjftSt 

Mile, 293T«iiS"CP»ufcHivtru^>**inLT:. 

^;VXPlM^MT-4M^Snx^t|WIB#H, SRPIN-1 (**K0. 5, 10, 20^ > J 
So 2R#WI37jK5% C02O^*^frT-C^ h MSr^L C^L^B* 

I Si* 2 !v 5 ^ ;v ^ELISA v XfACio T «Ue L fcHIVp24<0*tt , SRPIN-1 «I J K 

I0 [4ia] rHiv«JMi»m4SR»fi*«)y>;*ftj £.n L l7,Qpit 

gv^^^y (Mabl04) , i3tSC3 5^?*£l#, MSF2v^ 

ffiiE#2 005-3023610 



mi 2003-435085 



^-v: 14/E 



[SlB] rSR»S*«>fr»J Flp-In-293«^ HA* ^*ll*LfcSRp75. SRp 
5 D SRp4«^7-^ 5 FlfiWXU MG132(474790, S|X) 

* *«« do ^ m) -eta x. fee mm * mm Lxmmn * trv>, 

*[ H 2 A f L r fflHQft JtLW»3W«tt £ S » t * S R « fi K «> V > BMkJ ^J?I? 93 f 9 
* *SM*f5***X LfeSRPK2*3eW»a«tt (SRPK2-2 ». ^»^5l J°? 
93 (mock) 02oO«j»epNL4-3*«fe^*AL-C, 4H«fcm«Bftfc*tf 

2B] rSRPK2ftfefl9»a«ttP*»t4SRa6«©«*J El 2 A fc Rl Lmock 



kSRPK2-2«K, HIVpNL4-3rVAk, HA* ^*«**LfcSRp75. SRp55 SRp40^S 
*[H2°C] rHIVO*fe***56J JiBH2AO»^0*l6Jii»*iaJRb-CHIVOK^ 

S ^ vll] L 

[h s a] rln V ivo-coHivoafet»#-r*sR»eK2«»J ' f 35 ;«2 2 M 

, SR P 40, SRp55, Sft>75»a7?*5 K^^^Fl P -In293^fl&^AW#XU 36P»M 
fcr J&*-t* * 0JR L , * 5 ^;v*ELISAv X x a £ ffl THIVp24<7> -m * lite Lfc 0 
[113 B] RniRKPAltfflv^, in vivot^lt^HIV^-^^WJ 

500ng)<DSRp40, SRp75^ 7 s 9 X 5 K Kin x. X , h^P^^^SS^ 
ttfcSl* L-CFlp-In293*ffl^il^SAt^fo/co 36RSM&fc%*Ji**iaJKU 
;V5/^VXELISA->^T-A^^V>THIVp24(7)fi^iIteL^o 

[m 4 a] riffij&ftSRMfiK^'J srpk^k*9Jo**j 

SRPIN-l(SRPk Inhibitor-l)<7)#^^: ^ n 
I HI 4 B ] rSRPIN-l*fflv»3tSRPK10'J *«ttM14*lfi#«>fcWN SF20RS h ^ 4 
>Kffl£-r&RS^7^ KlOmM Tris-HCl (pH 7. 5) Tlmg/ml ft & £ 5 £«F#Lfco SRP 
KlieS^l^ffl^T, ^777- (250mMMgC12, 0.25mMATP, 1 mCi [g- PJ 
ATP sWlWo.l, 0.3, 1.0, 3.0, lO.O^M) *^30KO»*^10*M>f 

Rjfcifc*P81 7^7*W-W>yv> (P81 ; Whatman) k«T 
U 5%'J>«»L/; fl ftitHfe, P81^y^V>O 32 Pl^v>-CC0&M^14% 

[H4 C] rSRPIN-l^fflv>-Cin vivoK*ttSSRSfiK«>'J >iftPflf t ; 
}SI»e«©fl**»**>*»J Flp-In293lffl^tCHA-SRp757'^ F rf# 
ALT, 36WFM»^MG132(»*K10aiM), SRPIN-KlO, 20, 50 M M) £ * tt *JL* to L 
T15B#f§H>*^-^*° Ifi^itt, SDS-PAGEL-C, SBtttj** 

^ I 4 D r ^OTIN-ro^«*rHIV** * if^MJ MT-4,« , 293TM 

x*wiMvtzmvvi)*yz®toirz,tmm-, srpin-i (W.5 10 20^) ** 
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[13 B] 
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